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>a-7l 3^#s1^-€^ S^l-^ ^> ol>a-s| 2.i^^E|AflBl-ol^ (monoglyceride);^! 
4-90 ^ ^1^^ 7]# (oil) 0.01-90 ^m>, ^ 7}^] c>]^^ 

^] 0.01-90 ^ (paclitaxel) 0.01 ~ 20 ^^%S. c]^o]:<\t:^^ ^ 

S. 1 



^^ 'a^V: 2003/7/15 
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U-^xfl ^<^* «J-^^^m-g- ^ «cJ-^ {Paclitaxel 

composition for the intravesical treatment of bladder tumor and preparation method 
thereof } 

'fJ-^S^Ivfl^ ^^el^-i^l ^£1- HPLC ^^S. rLeflHolr)-. 
«<i-^^^m-€- 4#el^-t S^^l- 1 ml 6 mg)» «cJ-^ifl ^'^t:]- (-^^^ 

). tiling ^aHI isl ifJ-^-g-^ls-§- sj-^E^^^ SA^l- 1 ml* 19 ml^ 1-<H1 ^-^1:^1 
^ ^ ^ (^tflS:^. 6 mg)3|- Bristol-Myers Squibb A>51 

Taxol® 1 ml» 19 ml^ ^-jOr^l^ :^ ^^o^tb ^ (Taxol<@>, 6 

«cJ-^2:^^ -^£^^1- HPLC 'g^S. ^^tb :3.Efl = olt).. 

-•• - ; U-^^^l^-g- S^dl- 1 ml (s}-#el^€ 6 mg). 

- O - ; ^Alc^l 1^ nJ-^-^^l^-i- 2:^^^ 1 ml» 19 ml^ 
l-<^ ^^Al^ ^ wj-^ifl ^c^^ ^ (^AV tfls^, i^^s^^-i 6 mg)3if- . 

- A - ; Bristol-Myers Squibb Taxol?? 1 ml* 19 ml^l #ofl ^-^J-aI^ :f sj- 
^ifl ^<:«^t!: * (Taxol??, sf-l-e]^^ 6 mg) 
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A^^o^ ^^%6\] ^c^^-zL 2 ^ pathology -^V^^^l^l-. 

7>: ^-ar^^-g-^ ^T-c^^ 

^ ^7] 16] 0.2 ml (4^51^^ 1.2 

rag/mouse) ■r-'^'S" 

^ >S-7l ^Al<:^l IS] s|-ss]^^ 2:A^^ 0.2 ml 1.2 

mg/mouse) 

3^#el^^^ ^3E7> 0.1, 1, 10 jttg/ml7> J^3E.^ ^^^«^ ^7]-^^ t^^ i!}-^^>^l 
■ : ^>.H 1^ 4#s]^^ 2,^^^ ^7>$ 
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<15> ^ ^T^^ ^tb ^ rL^^ ^ 

<16> «j-^<3-^ 11^;5<|| ^AjiflS^ OJ-O.^^^ oij-A^^oj: ^^^o^ 3 

-4m ^}^]^T=^. ^A]:^^^s. ^20 c>]^si\ Afls.^ ^;^l-7> 
15 <:>l>^ol ^A^olcf. ^%<^^^ t^^^^S. S.:^^^ 

propria)*^ -^^^ ^^c^ , ^^^^ «J-^^ol^ ^^^o] ig-:^o:| e^^;^].^^ 

tbti-; 

^fll-#<^l 30 - 85 %M- £|7l nfl^ofl, 7fl%^^;^l» ^*]-o^ ^ c^llJ-^o.^ 

(BCG)7> 7}^ ^o] ol-g-s)^ o;to.^^ ^ofl:£, <^l-^5l<^M<^l'4l(adriamycin) SEfe p>o1 
ST'H^-^j*] (mitomycin C) 5)- oj^s]:]!, tfl7l] 1^^ ^ 6-8^:^ 
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^-g:^^ ^«:>flA-1 Aj^E)^ Al^S^ ^4. 

<^^>^ AS. x}^, 7^^:^^, <^^^^ ZLS^ZL ^ ;;^>^ 

■i: -i-Bl^>^ ^^-i- H.^ -^^^1 ^^^o] ^ 

U-^^ 4€- ^^<^11 ^o] o^o^o) ^i-s.^ o] ^^o] 7}^^ 

^1^^^ ^JQ.s.^ wj-^o}. ^J-^^^^ig. «<3-A>.a^ls.7i- Ai«|5)7iiE 

^•^l'^^ 1}-^^^ ^tflA-lfe «J-A>^Ai^ *J-«?J-^i^oi Al^^t}.. 

tf. 5£|^>7l ^«|)A^^ 7>^tbt»: H7l7l- 3)- 
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6>o>§]-Jl. ^'4l^(hydronephrosis)<^l §i<H«^>t!ri=l-. ^>-§-s|^ "t^^l^^ ^}^^ 

c].T}o-|^(adriamycin), t^VolS-Dfol^-^Kniitomycin C) , ^l^l-e)-^ f-o] c^t\-, 1- 
^^B)-T3l^(gemstabicine), 41-^1 ^'i(paclitaxel) £^ S.>Hm-€(docetaxel)<^l 

<^>^i ^Jl7> c^^^ tflTfl €^ ^ ^ ■§■<?]: 

(thiotepa) s]- ^^'^l <^lS#^Als.(ethoglucid). o>:^e)o>p>o] a1( 

^db^wl-A^)3i). n. t.>olST:'>c»l^ C ^ 3 W7> ^^£1 

$^4. ^^1^^ ^-f<^l wj^H ^1^^ iJ-^ifl ^11 

^^<5l 60 %<^l^i 45 %S. ^:^t!:^. 

^^S. ^tb myelosuppression <5l ^<^M-7l3E. Sfi:^ , <5>=Blo>Ti>o]^6fl ^t!: ^ 
^^(hypersensitivity), t^>o1S.t^><51^^S ^-f- ^^7ls1 n 

:3i $14. ■^•a-^^i 4#ei^€^ ^i^'ij-. -fj-^-a-. «-^m^. i^-a-. ^ 
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/a=, i^^*a= ^ tfl-gfl m^^i^ 14^^^^ ^^s. si-^p^ 

AV-g-slo^^lol Bristol-Jforers Squibb 

^(emulsion preconcentrate, self-emulsifying systan) ^^S. a>^2)j1 ^j^ii).. Taxol?? 
^ J^#Bl^^o] ^s^-^A] 35 7fl^iBl (polyoxyl 35 castor oil)<il5l-fe 3.BllS-i<H 

EL (Cremophor EL). l-Hl^^oi]!^ 7fliEl (polyoxylethylated castor oil), 
^Al^fls.^^ 7fl^iB| (polyoxyethoxylated castor oil)5^ 

(dehydrated alcohoD^)- ^Bfls^ ^A>;^]olt)-(T3]^^s] y^] 5438072s: ^S). 

^^^] #51^ <^^^^o] 7M«rl-7l ^*V«^ ofl^^Clipid 

emulsion), ^^1 ^(polymeric micelle), e^S^ (liposome) <=>l-§-t!: 9^^7} 

(solid lipid nanoparticle) , <^]^^ ^ t4*^3=^ •^^7> ^^s)c>1 ^cf. e) 

H-ic<a;^V(polymeric nanoparticle), i^l'i (polymeric micelle)^ <^l-§-tb 

^oy ^^A^ o^:^^ 7fl^*H 7l^^ wV^-^S. ^#iES. ^a^J^lJl ^4. a 

t!:, ^S-S^^-i^ -^^^ :^o]^^ \1:^^J2l- ^wj-<a- ^o.^ a}-%.o] 7^]^s\<:>\ ^^uj-, 3^ 
-S-^^o] <a-c.ll ^^ifj-li ^ol -^^^1-s.^ ^l^^^^l ^ ^J-^^l^lt:!-. 

^^1^^ ^^6j]A-1 ^ nfl Al:ghi|ji Taxol 
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®^ id:-8-^<^l7l ^A>^ ^A}:^ ^6B^ tfl ^;^#ol 

^ in-line filter^ ^^h^l?! ^^-g- ^^>^1^i^ll, :^]^]^ 24^1 :?> o]^ 
^^■Sll*^> ^cf^ ^^^S. Sirif. ^^o^ ^A]-;^! ^6n^ 

Ai^^ =ofl i4) AV-g-s|<H;^l^ PVC ^1^^ ^-^(infusion bag)^ ^j-di^tim -g- 

oi^]ofl tetb 'yr^^^ol] tflt!: ^^1^* ^3. ^tq-. SEtt. ^^<Hl>^i 
^ A>^£)c^;5l 3^S.X<^ EL^ ^;^H tfl^ 3i}.^^-g-. m^o]^, 31^^^, 

^ ^si«i-^ ^^^^ <?>^^^3i. oi^]o)i tflt!: t>^^^* ^^«]-7i ^^^^ 

<25> izj-^g^ ^>g^ in vitro<^^i wj-^'a- ^^l^^*^ :e.<5l^l^. Taxol®^ ^^ifl 

W4i<=^i ^^^^1 ^^jE-s nJ-^^^ j^fl^^^Hi 71 

-^^*>«:»^ »g-^6fl ^ ^s,^ AflS^ »ltg^ 7m^^ ^^^^]^. 

t:f. ZL&IM-, -^^^^ ;gAjol 7j-«r>7l Tlfl^ofl AJE# ^^ol ojt).. icj-Bl-Ai, ;g 

^^^^^^ ntfls ^^l^l-igAi, ^^2). ^>a§Vs.s. AH* 



^;^>: 2003/7/15 
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sj-^el^-^o] ^#s);^] SJ^V^*^! ^ o^o^o) s^=Ji» «^ ^ 

^. 

<27> v^^^, ^ ^^i^}^] <^}^^3. i^^tfl ^^^o] sL^j^^o^S. 

<3o> ^ ^1^^ ^ 7].;<] oi>a-si ai^#s];q]2l-oiH.;^ 7M o]^^ 7l# ^ ^ 

^ 1}-^^ ^Itb s^eel^-isl 7>-g-^-§- 

ti|AflB^-ol:E. (monoglyceride);^! 4-90 tb 7>;^] ©l^S-^ 7l# (oil) 0.01- 

90 7}^] o]A^^ 0.01-90 ^ ^^Bl^'t (paclitaxel) 0.01 ~ 
20 ^^%» 
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<33> ^71 S.i^-l-Bl>^l5l-ol£.;^ ^^I'^'^'i S.^- Sfe 1:5L^^ Cio-C22^ S-ii^e^^Bl- 

(Monopalmi tolein) , Sictil el iii-f-ell ^(Monomyr i stolein) , Si^^ ^ ^il (Monoelaidin) . 

<35> >y.7l HBl#el>m5l-ol = S^ SE^ C2-C20"y 

# f'<^l>»>i ^ 7>;^1 ol>a- '^^^c^ ^}-%-^^ ^o] w>^3]§>t:f. (triacetin), 
H5l-¥-^^ (tributyrin), Hel^l-^S.^ (tricaproin), B.elT'VH^^ (tricaprylin) , H 
Bl7l-=fl (tricaprin). S.^ HBl^^ll^ (triolein) ^ ^t^. 

<3e> >a-7l Ai^JE.^ ^^S.^ ja.^S.^ *a=^wl>5<l 7m (iodized- poppy seed 

oil), <^HliLl- (ethiodol) A^S.^ tfl^^ (iodized soybean oil) ^o] Aj-g-^ 
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^^^^] afe (bile acid)* ^}^^}^ ^<^1 «>^3)^>i::f. 

<*o> ^7] ^l^l^S.^ S.^i5^El^^^ (Phosphatidyl Choline) -B-£^l , 3£^5ii-Biiio1]^ 
*<^1-^ (Phosphatidyl ethano lamina) -^S.^. S.^^^'^^M (Phosphatidyl serine) -f|- 
S.^] SEfe ^n^'^^ ^^:^>7> 4^:^ (polymeric lipid) ^<5l A>-§-^ ^ ^cj-. 

<4i> >a-7l til^^l^^^ ;^]^ (Poloxamer; Pluronicl 

■^^■^^), (Sorbitan esters'. Span). ^al^Aloj)^ 

(polyoxyethylene sorbitans; Tween), ^s^^^H]^^ (polyoxy 
ehtylene ethers; Brij) a>-§-^ ^ ^c]-. 

(Phosphatidic acid) -n-S.:^, SL^ db# S-tfl-i (sodium dodecyl sulfate; ^^l 

(l,2-dioleyl-3-trimethylammonium propane; 'D0TAP'<^l2f ^^^), t^^Ii^^ ^*^] 

#S.Bl-ol= (dimethyldioctadecylammonium chloride; ol*> 'DDAB'Bl- 
^^1^). N-[l-(l,2-cfo]^e|l^^Al)5t^:g]-N,N,N-me|oll^<3-S.^^ #S.&l-olc 
(N-[l-(l,2-dioleyloxy)propyl]-N,N,N-trimethylammonium chloride; <^1*V •DOTMA'^^- ^ 
^^), 1.2-cfol^^l^-3-6fl^3E^^^^ (l,2-dioleyl-3-ethylphosphocholine; o]^. 
'DOEPC'el- ^4]t). 3p-[N-[(N'.N'-i:l-olt.l)^o>ul2i,)ofl^]7>a>H.<g]^e|l>fiEfls. (3 

P-[N-[(N' ,N'-dimethylamino)ethan)carbamoyl]chloresterol; <=>1*]- 'DC-Chol' <^ls1- 
«■) ^<^1 A>-g-^ ^ 0^4. 
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^7] ^fiA]. (cholic acid), <^ us] ^s.^, ^^x\^^ 

^ (Deoxycholic acid). ^ J£fe -n-S.^1. (Lithocholic acid), n 

^ ^ ^S.^, JE^ ^ii-^^'a: (Chenocholic acid), zl^ ^ afe -B-S- 

^113-^. ^l^c^-aro^ ofl^zBflH :^]nJ-<4:Sl <^s^ -^3E^1» ^7^0.^. ^ 

^ 9X^. SEtb, ^^<^ ttj-e}. ij}^>^^ e^:^^ #-7^ o.^ ^-^^ 4^ s^t^, 

^7l \+-g-A^ P-Glycoprotein ^o] a>^^ ^ cj^rf. 

^7] ^rii^ti]^, -^l^il-e^-^. n^^^ (BCNU). 



^^HV^. ofl£3LA>ol:B, #^iLS.-f2l-^ (5-FU), ^>iH}w]Ai, ^£^1 
^o] Al-g- ^ ^ o;it].. ol Bfl, ^7] S.>»'l^'i. ^.s.a.^'i, ^± 

^o] ^o] AV-g. ^ ^ 

^7] P-^^^^S ^^^l^ll^fe ^S\d(cinchonin), ^# ^fl^ ^i^^]. ^S-^^ 
'y:^S.<il:E.(Vinca alcaloid), -^JLl^;^, >ibJ1s.<51=, ^^^13^;^], ^^^1, 
-^oi Af^ ^ «^ o;icf. o] nfl, >s-7l ^fl^ ^-l^fl^llS^ 
(verapamil), H^li=i^(nifedipine) , t-It'V^^ (nicardipine) 2.^ MH^t^^ 
(nitrendipine)3^ T=1-SlS.S.5s:)s|^(dihydropyridines) ^o] a>-§- ^ ^ c^t^^ 
^7] ^3.^^ ^-^^^l^.^ HBll-^iLSsilI 5^:5) (trifluoroperazine) ^o] a>^ ^ ^ ^ 
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4. ^7] 2ll>^]:e(reserpine) ^^1 >^>-§- € ^ 9X^. ^7] 

^^S.o1:e.S.^ (vincristine), (vinblastine) ^o] a} 

-^7] ^:^7^^:^]s.^ <^M-$.cl-€-(amiodarone) £^ ^M^(quinidine) ^o] € *r 

atlr, ^M-H€(quinacrine). J^fe fl\d(quinine) ^c>] a}^ ^ 

^ ^71 ^^^^l^flS.^ A>ol^S>,S^^, ^Hi-fs^5L^(staurosporine). 

^3^Blti1>h(tacrolimus) ^o] A>-g- ^ ^ 

<49> tb 7H Oj^o^ a.i::#Bl>^l5l-Ol = , 7}^] <^1^^ 7ll-, t!: 7^ 

<5i> 1) S-^^^^ # 7l^o.s, 4 tfl;^l 90 ^^%^ 7M SLic^el^el- 

o]^:^] ^^1:, 0.01 90 ^^%^ t!: 7>xl 0].^-^ 7]^^ 0.01 90 #^%^ 

^ ^^1 (^;m 1); ^ 

<52> 2) -^7] 1^ 0.01 vfl^l 20 ^^tt ^ 

■i: >n2:«1-^ (^:^ 2)S J£^*H «^1^<H^T^. 

# ^ -^^^l^q- ^^^1 50 V ol^l-S. 7]-^*H ^<^^ ^^^21 ^^lofl 
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1) S^l-^ # f'^^ 7l^o.s., ■?!: o]^^ 0.01 xfl^l 20 ^^%^ 5^ 

-g-^-i: ^^1 1); ^ 

2) 'S-71 1^1 ^m^^^ -g-^^ 0.01 90 ^m>^ % 7}^] o]^^ j^s^^] 

sfe- ^^^^ wa- ^^1^^ ^]^^ ^ ij-^ifls 

^71 3^#Bm->iSl 7>-g-:^^ ^o^?>fe 



<61> 



1) 10 ml SEfe ZL ol^>^ ^o]^ l); ^ 



1020020042792 #^ <a^l-: 2003/7/15 

<62> 2) ^^^^ ^tb S^^l- 10 ~ 100 ml» iJ-^^flS. J8L3E. 

<^l-§-^H ^'a^H 2 o]^ «J-^vfl<^l ^#711 2)» 

<63> ^m^^-^^ 7>-§-^^ i^^iflS ^<^*>fe ^^^^ di^S^ A^A^^s^ 1 

ml/min ZL ol^j-s. ^;i^>^ wj-^^ ^7>^ ^ $irf. 

<64> «J-^oJ. 7l-g-5|-g- ^.^'^ 

<65> ^ ^t^oi] o^t!: «<}-^<^:^lS* 4#sl^€^ S^jl-^ Ta, Tl Sfe Tis ^«^<)=^ 

<66> ^ ^T^SI ^^03- 7l-§-^-g- 2i^^-8r ^^<^^^ 

^ zi n^-el- ^ ^Bfl (gel type)^^ ^JL^ (semi-solid forin)^S. ^:^fl 

^^1-^ # afe ^-g-^oll ^^aIt-I^, 400 nm ^]^^ ^^3^^, -^m-^l 

<68> §].7l -^Alc^l^ ^ c. c^]Al*>^ ^, ^ ^Tgo^ xfl^o] §>7l -^AHjofl 



45-18 



1020020042792 



t'^ 'U^y. 2003/7/15 



<69> 



<^aH i> 



<7i> (1) sF^el^-i^ 7}-%-^-%- ^is 

<72> S-i^^Bll^l 1 B.Bl^>5.m€ 0.5 g3|- tween 80 0.3 ^ ^ 40 "CS. 7>^ 

*H ^^-Sl ^<^>H ^^^^ -ft-'^^-S-^ (oily solution)^ >lla5:§>5l^. -^^^-§-^'^1 10.8 

<73> (2) 7V-g-^-S- S^^l-Sl 

3 mUofl ^71 ^>5^ 2 fd^ 7m ^ ^ ^^«H ^^^^ 

^ '^^^} 3.7] ^ (polydispersity)« ^^^}'^^. ^ '^^'^^^ *a^>^ 37] 

>llBl-A>ol;^ (Malvern Zetasizer)* ^l-S-tb (Photon 
Correlation spectroscopy; QELS^)-^S. ^^isf|-5| 6.x3^ ^*Qlt 3 ^ ^^^^ ^ 

T^*>^^. ^-5+3^ (polydispersity)^ *y;^V 37]^ "^^^^^l ^S.S.S. 
^ ^5.5.^ ^Aj. Tjj-Bj-vfl^cl- (Orr, Eacyclopedia of 

emulsion technology, 1, 369-404, 1985). ^7]^ SJ€: ^^]<^<^^S^ *g^> 3.7] ^ ^ 
^7l A>-S-*1-5I^. 
<75> ^7] 3^^^%^ ^ <y;^V 3.7]^ 600 nm ^fl-Sq^l^. ^ 24 

^]^o] ^4«^Hi^ s|.5E)^^fi1 ^^oi ^^g-^T^i^-^oflAl ^:i:5|^l ^-iV;^!^ 

^^Bl ^^] *?V^*>S|n1-. ^7] 2:A^#^ ^^oll^i^ ^^-^1 ^7fl 
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<77> 



<78> 



<76> <^AH 2> 

S.2=c^^^ 1 g. HSlT'VHm^ 1 g4 tween 80 0.4 ^ -H-^^-g-^-floi] 14.4 mgo^ 

^ 2A^]^o] :^^.^}c^s. pacltiaxel^ ^^^1 ^^s);^] ^^o.^ 

<79> ^7] >^X\d\] ifif ^Alo^l 2^ ^^m: ^t*>'^ z^-^A^^o^ ^ ^6)1 ^Aj:*>5| 

<80> [S 11 



I '^^ha?! (nm) I^aHI I 







S.-?! 80 








55.2 


27.6 


16.6 


0.6 


600 (0.200) 


1 


41.4 


41.4 


16.6 


0.6 


560 (1.000) 


2 



<81> 



<82> 



<83> 



a.i:.-a:^l"?l 1 g^l- tween 80 0.2 g^ -B-^-§-^«Hl 7.2 mg^ ^■^^'^^4: ^7>t!: ^ 
^ ;^1^^>JI^ ^Alc^l lull- S^^l- ^ ^A].6B^ ;*lls*>Ji <a;^> 31711- 

^4 l-<^ ^ ^-^rsl^i^i^ «a^> 371^ 670 nm^4. ^s^uj. ^xv^f 
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» 

<84> <Wl5l«>jI 2> 

<85> ^^o] ^7}^:^] -a-^:^* ^7>^ 7>-8-^-8- ^^i^^ 2 

<86> ■ j2.i^^E^loi 1 F-68(pluronic F-68) 0.24 -6-^^-g-^«^l 7.4 mg^ 

< S*>al «a^> H7l# ^^t!: 44 l-<^ ^ ^^SlSJo.^ ^7i^ gSO nmSl 

<87> <«l51«m 3> 

r 

^ 1 

<89> Hel^V^^^ 1 g. tween 80 0.2 -fh>^^-g-^<^l 7.2 mg^ ^7}^ ^ 

^ ^^^^ 14 ^^-Qi?!- '^^o.s ^ ^^^^ 'g:^> 3.71* 

^^tt 44 S^^l-^ 4 ^-ar^lSi^tH «a;^> 3.7]^ 560 iim^4. ^^"^^ 

^o] '^^^^}^o_x^ ^m^n^^ ^€^^1 

<91> ^^ofl ^7>^ 4#2l^€^ 7>-S-^-8- 3E:>^l-4 ^12: 1 

<92> S-ic^efl-?! 1 g, HsI-^El^ 0.5 g4 tween 80 0.3 g4 18 mg^ 4S&1 

al <a7c> a:7lS 44 4- H7m 950 nm5|i^. 
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<95> 1 g, e^3^ol^=. (Lipiodol Ultra-fluid, Laboratoire Guerbet. 

France, -S-^H. 38 ^^%) 0.5 g^f tween 80 0.3 g^ 18 mg^ s^^^ 

<96> <'gAloj| 5> 

<97> SL'^d^ ^sl-ofl tq-^ ^7>t!: 7>-§-^-§- 3 

<98> S.ic^s^l^ 1 g, (squalane, Sigma Chemical Company) 0.5 g5i|- tween 80 
0.3 -H-^-§-^'^ 18 mg^ ^^-Sl-alfe ^^Hl 1^ ^^tb 

S|^o.t^ <a;^> 3.7]^ 598 nra^4. ^ 24^]:^o] :^3)-^HS. ^^^^^^ ^^o] 

^^^^l^^^^^i ^#51^1 ^SUtj^i^ ^^>:^1^ ^^sl "y:^-s>5|i=f. -^-71 
'S-^<HiAife ^jL>a-, ui^^^ ^711^1-14 40 °c o]^^^"]^ ^7^^ 



<93> 



<>aAl6j| 4> 
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<99> <^Al6j| 6> 

<ioo> ^<asl ^7]-^ 7>-§-^-8- ;(ll3^ 4 

•<ioi> S-i^-ir^l"?! 1 g, 7l#(saf flower seed oil, Sigma Chemical Company) 0.5 g 

tween 80 0.3 -fi-^^-g-^«^ .18 mg^ ^mel^-t^ ^7}^ ^4: ^l^^^Val^ ^^H 
l3Zj. ^<g^ ^^^S. ^ ^^^^ :qS:^J3. ^>C> a7l» ^^^^ 

•i-<^l ^ ^^5]^-^^ aL7lfe 1040 nm5ii=l-. 1:^ ^ 24^]^o] ^3|-^H£ ^Sel^ 

-i^ ^^o] ^^^Pi;g^6jlA-i ^^o^x^ ^^:^]^ -^^b] ^o] ^^*>5|i=1-. ^ 

<103> IS. 21 





^1^^3.7] (nm) 






950 (0.661) 


3 




680 (1.000) 


4 




597 (0.550) 


5 




1040 (0.497) 


6 


*£.ic-i-i^|'y:7l#:je^ 80:5^-1 


^e|^^= 55:28:16:1 (-¥-7l|H|) | 



<104> <^Aloij| 7> 

1 

<106> fiic^Slloi 1 0.5 gs]- tween 80 0.3 g^ -^^^■§-^'^1 38 mg^ 
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^}JL «a^> 3.7]^ ^^-S}^^ ZL ^4 ^ ^^^^^^ '^^} 3.7]^ 1450 

<107> <^>»>H 8> 

<io8> 3^#el^-€^ ^^"^ t^^- -fr^^l* ^7>t!: ^^S^l^-i^ 7>-§-^-§- 

<i09> iLin-irSl)'?! 1 g, BBl^-VS^^ 0.5 g4 tween 80 0.3 -fr'^-g-^*^ 54 mg^ 4# 

*>J1 <a;^> 3711- ^^^^V^rf n ^ ^^5]^^°^ *a^> a.7l^ 1630 

^1 ^9):^^ ^^n^ 91^^}^^. S^^l-^ ^7] ^aH] 1 ifl^l 

<iio ^71 9S!|. ^AHl lOSl "t^ ^ 1-*^ 

^ *g^VS7l m ^^S.mr «>7l S 3«^ i+Bl-i^Si^. 

<iii> {s. 31 







S€ 80 








55 


27 


16 


2 


1450 CI. coo; 


7 


54 


27 


16 


3 


1630 (i.ooo; 


8 



<ii2> <^aH1 9> -^^^1^ -B-^:*ll» ^7\^ 7>-g-^-§- 3i^^ 

^ 1 
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<113> B€ 80 tfl^oj] F-68 (BASFA»* a].^^ji 18 mg^ 

-^^^l-^^ ^ ^ <g;^]- 3.7]^ 420 nm i^^S. 0.284) 

<114> <^Al<5ij| 10> 

<n6> ^7] ^Alc^l loflAl ^^^^^ ^1^-8- 7>-g-^-§- ;£A^#S. ^M:^ 

<117> Q ^-^^^ 

<118> ^7ll7> ^ 2.5 ~ 3 kg slfe- 8^ € TT^^S sl-olH sfl^CNew Zealand White 

Rabbit)^ ^^*V^1 ^JL 2 ^>b1^ >^>-§-*>^4. 
<ii9> (2) 2:^^!-^ «D^^^fl -f-*^-^-^ 

<120> ^77\Si\ ^7j-i4|s. ^SH>w11-(sodium phentobarbital . 6 mg/ml)^ 

T3V#|;^1S. ^<^tl:4-. ^>^tb ^-^^^^ AS.* 10 Fr A:£7>b|1^# IJ-^^'V^I 
tb ^ ballooning *H ^Hfl^-I* Jl^*>JL 2.-T- ^1^4. tflS^O-S.^ 

Taxol® 20 ml* ^<^«1-ui -g-^^-^S.^ l3-^^^lS.-8- -^7] ^Alofl is^ 2:^^ 
# 1 ml 6 mg)» ^1^1-5^1:1-. SEtlr. ^aHU^I ^-t-ej^-i aEi^^l- 1 ml* 

19 ml^ *ofl ^^A]7^ ^^Jitfls^-o.^ ^o^^^cf. ^ S^^(clamping)^> 
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-f-o^^i-^ -a-#-a- ^^4. 2^]:^<^] ^ ^i-^ mf'<=fl^-i 

<i2i> ® (HPLC «^^) 

<122> 200;fes1 internal standards.-^"! 20 /d^ aoOfisMDo] 

-ST-l^ (conical tube)<^l 0.5ml^ 35mM '^S.^ <iHl^l<ilm( ammonium 

acetate)* 7}^ ^ 4 ml^ tert-^^Ti€ 7}-s}<^ ^#^4. ^ €^^2^ 

<i23> ^AV6il 60% <iMSi^:E.€ 100;i«* 7>«fl WUC<^ 20;m«» ^^tb 

4. ^-f ■g-'g^ ^#3)-;^* 71:511=1-. l-2ml^ 35mM ""^S.^ 

<i24> HPLC ^1^1^^ Hitachi HPLC* ^>-§--5]-^^i^ , Hitachi L-7100 ^H, Hitachi 

L-4200H UV-VIS ^^17], D-2500 ^^lIzLeflolB]^ *>^4. ^^l^^^^ 0.1 % ^^^^ 
-g-^ (pH = 6.86):sl. 6>>^sqsm^ ^^*><^. A>-g-^^ 1 ml/min^ * 
^^^:iL, 227 nm-^Hl^^i ^^«^>^4. 

<125> ® m^, -^S. 

Taxol 
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^ tfl2:^6||A-1o| s^^e^^^o^ ^Sl7} 90 ~ 150 UsMlS. ^ ^^^^ ^}<^]^ ■^^^^^] ^ 
^3ES>ol^ 7i}o] (50 ~ 100 ml)<^] Jioicj-. 

^^tfl2:-2-, Taxol® ^^*<=Hl^-1fe ^ 0.3 jug/mg o]^Vs. 1}-^2:^<^1^ 7]^ ^^^1^1 ^ 

Taxol® ^<^5^ iJ-^vfl ^c^^ ^ ^^2:2)^ ?iol^ ^igf|-ofl ttj.^ 

< 

^^^1-^ 10 7fl ^ 2:21<H1>H^ HPLCS ^ 

T^S*. TaXOl<S> ^C^^oflA-l^ ^^7} ^^tt^jo] 

^^t!- ^^S. i4^ldti=l-. 



1020020042792 



^^ '^7^: 2003/7/15 



<130> 



<^Alc4| 11> 



>a-7l ^Alofl 2<^>H v^3^o^ ^ls.-g- sF^el^-i^ 7l-^^-§- ^^iMrS. 

® ^^^^ 

^7{\7} ^ 17 ~ 20 mg s)^ 6 - 8^ € C3H2 ^ ^^^m ^^^S^^t)-oi^^S.^Bl 

T^^a^V'^ ji^«a-^A>ss. A>^^;<> ST'Veii- #<goi ^i^'^^^i 7i 

^ 20di°C. ^£ 50di0%^ ^Vffl-^i '^'V^tl:^. 

^^"3- 'HlS^^ MBT-2 (murine bladder tumor-2) '"•I'^^^flA-l 10 % Efl 

1^ (fetal calf serum. FCS)^■ 1 % ^■^^^/d^^^SJ^}^]'^^] ^7>^ Dulbecco's 
modified Eagle's Medium (DMEM)<^1 37t:, 5% CO2 S^^'=>\]^^ ^o^^^^ B.^^ 

L-^^B^^, FCS^ «J-^5^l7l- ^7>£lxl ^VBfls DMEM'^l'^^tbi^l-. ^'^=^•11 
JE.^ '^^^^^-^fe trypan blue exclusion-i- <*l-g-«M 90%<sl^ 
* M-Ei-xfl^ ^n>^ ^<y=o]<i|c,fl A>^^>jL, ol<i]-i- #'y=>^li^ 1 ml^ ^S. 

^7> 1 X 106 7> s)7ll tb^. 

47j-tflS ^£w>all- (6 mg/ml)^ ^1-^:^1^ 

^] ^5.* ^l^tl: ^<^1, ^S.^ ^^A^ ^HlE) (teflon intraveous catheter)» ^-S.:£^ 
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U-^vfl^ ^^l^m^. ECG-electrode contact gel^ ^e^-^i i3>^-^ «j:-3r>>ll ^wltb 
^ 7H= iil-olol* teflon intraveous catheter* ^tfl ^^iflS. ^"=^1 IJ-^ 

^61] o]^ nfl^T)-^! i^^t)-. Coagulation setting-^S. 52: 

monopolar coagulation* ^1^^ ^ 7l-ols. 5!^<^1<H» ;*ll7l«VJl 0.1ml ^ ^"^^ (1 
X 106 cells/ml)* ^*atb4. ^^S}-^-fl^7> ^^%^JS\^] ^sfl^^ ^^^^e.^ ^7]] 

7l #^H(clamp)* ^l«8*>aL ^7> ^^7^:^] ^>i^El# -fr::^! 

<139> ® ^<>^'^-f 

<140> «j-%<?J-Ail5E.l- nJ-^vflS- ^^tb^ 24^m ^l<+^^-§-^ (phosphate 

buffered saline, PBS) 0.2 ml» ^^]^}^ tfl^:* 19 ti}^^ i^^'^-^l ^7] ^^Hl 
1^ 5£l-#e)^^ 0.2 ml 1.2 mg/mouse)# y^]^]-^ 3 M- 

«c3-^^ ^S3^>^ 60^ ^<?> #^^^V«=^ ^^^1-^ -B-#* l^l^':'! 

<142> Mann-Whitney-U-Test* <^l-§-t!: -f-^l^-^* -e^-i^ piJ:«^1 0.05 <^1*> ^«fl«- -R-^t!: ^ 
<143> © ^<^3=^>«^ 
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<i44> t^3^^ 19 ti>eloDA^ ^W'^S€3E.^ 13 T=>e) (68. 4%) 51 ^13^, ^"i* 3 i^>el«>il^ l 
(33.3%)^ "o^^-a-^^l ^^S^V*^ ^^]^^ ^^9X>\] ^^*>^4(p<0.05, Fisher's 
exact test). ;*H3h 3)-;^<^ v^B\- S.^<^t^^B.<iii>^^ JL^^ ^ 

l-^(paraffin block)* 6 fm ^i3>^^^-oi]^^ 

(hematoxylin-eosin) 9^^^ ^ ^ ^^tb ^4* S. 3<^Mi ^<^^^. tii\s^^d\]A^^ s. 

<145> © «<}-^^7ll^^ 

<l4e> i:flS-^<^lAiS] «j-^-^7|i^ 94.8 + 24.5 mg, 'i'^^'^l-H^ «J-%-¥-7l]^ 28.8 + 6.7 mg 

Si 711 ^^*>5iT=1-(p<0.05, Mann-Whitney-U-Test). 

<147> ® 

<148> ^]^-g- 2:^j#* ^<y,S!r ^^^^ ^ ^^m^ 

<149> <^aH 12> 

<i50> lJ-^^;si|^^ ^#e1^^sl 7>-8-^-§- S-*^^^ In vitro >^S=-^ -S^ 

<151> ^Al<:^l lollA-1 1}"^^ ^1^-§- S)-#elB^^2l 7>-g-^-§- in 

vitro ^^*>^i:^. 

<152> Q Aili Wfloj: 
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<153> ^5E.^S.^ rat bladder carcinoma cell line^ NBT-2 ^S.m: ^S. >^>-g-t1-^t:f . 

NBT-2 A-flife 10% FBS, 1% ^1^^ <^Hii^, lOOU/ml lOO/ig/ml ^S.^:£t3].o-1 

^o] ^-H-£lc>1 DMEM* 7>«fl 37X:<^l^i wB'^<f^>5^i=1-. 

<154> ® ^Sm^^ ^7} 

<155> 96 s.^^olH«^ 5>i04 cell/ml^sl ^5. -§-^^ 100 {d^ 7^ ^. 37TC<=11>H 

^m-B- S^^l-^ sl^^M n^]^ 24 :^o> nrj^^V^tq.. 

^-n-^ tifl^l* ^iTl^JL, AflS.^ flfl^l 100 7}% ^, Hanks Balanced Salt 
Solution (HBSS)<^1 5mg/ml^ ^3^^ 3-[4,5-dimethylthiazol-2-yl]-2,5- 

diphenyltetrazolium bromide (MTT) -g-«^ 50 7}^.^. <^^±<^]^'] 37X:^ ^S<^1a1 vfl 
-^-m wfl-y: :f , 4^iSl3 3^01^6.^ I3fl;<l^ ;^171§>JL. 200 /d^ rlpfl^^^A>ols.^ 25 
;£^^ ttl^CpH 10.5)# ^V^tflS 7>t!: ^ 570 im<^]^] ^^S.* H^i^. 



ps.'^^e-i: (Cell viability, = 




X 100 









<i57> tfls^^ ^l^-§- 5|-#el^^ 2:^^!:* ^^*>«^ yfl^l^ -8-^^ 7^7] 

= 1 g^- tween 80 0.4 ^c^l^i -R-'^^-i-^^ HlHcjl^ ;^l2:*H , U"^^ ^1 
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^£ 0.1 - 10 fig/ml^ ^c^^i ul^l^H ^7>^^ # =7^ ^ 
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[^^■^J- 1] 

S^^l-^ 7]^^S., ^ 7}:^] ol^a-^ a.i^#sl^ile1-ol^ (monoglyceride) 

^1 4-90 ^ 7>^1 o]^o^ 7l# (oil) 0.01-90 7>:^1 ol>a-Sl ^ 

0.01-90 ^ (paciitaxel) 0.01 - 20 S"^^^ ^^vfl ^ 

2] 

^1 1 -t*^ $i«H>«-i. -^71 s.ic#eI>Hl2l-olH.;Nl ^^#0] 10 vfl^l 22 t^s] s. 

31 

>11 2 ^<H^i, ^7l 2.ii#5l4e}ol:E.;^ ^^M:^] ^(Monocle in) . S. 

ic^i^l-l-sll^(Monopalinitolein), S.iiT3Hi#s|l^(Monomyristolein), JE.ii<asllo]ia 
(Monoelaidin), S-ii'^l^ol-aCMonoerucin) ^ 7ll-sl HHl#Hl>H]5l- 

I^^-^J- 4] 

>ll 1 5a'^>H. ^71 7l#o] HHl#SlAflBl-olc^ ^^H.^ 7l#, 71^. ^ 
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m^^^ 53 

^] 4 «j-<>fl $i<H^i. ^7] B.^^BJmE^o]B.7} 2 20711^ 5.5}- 

>H1 5 Si<H^i. -^7] el-el = 7> He|c>Hm. Hel^^lfl, bbIt-I-H-S 

^-i^ ^Ig.^ 7l-g-:^-g- 

t^^^ 73 

^1 4 ^<=fl $i<^Ai, .^71 A^:e.s1- i-yo] el 540]^=.^ A^^^ '^f^Bl-i^l 7l#, 
EliL# ^ A^:^^ tfl^^^s. ^^^5)^ ^ ^oflA-i ifj-^<a- ^i^-g- iq-#Bi^^5i 

t^^-^J- 83 

^] 4 $i<H^i. ^7l 7II-0I ^7l#, ^^-a-. 7l#, 
[^^% 93 

3X|.#5l^>iSl 7l-§-^-g- 
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[^^^J- 103 

K^^*^ 113 

^] 10 %<^1 5a<HAi, -^71 ^^l^go] jLif^4Bl^#^ (PC) -a-:£^l, i^iSl-E^^oi]^^ 
(PE) -B-3£^. S^^Hl^.^^ (PS) -^£.^1 ^ ^^A^ 3l^;<|-7> ^-^^ 
(polymeric lipid)^ n^^^^fe ^ 'f'"^>H 'S^s)^ ^^-el^-i^ 7>-§-:^ 

123 

^ 10 *ch«^ Sic^Ai, ^7] tilol^A^ #>^^;*ll7l- #^AVrH (Poloxamer; Pluronic; 

l-5l^^Hll^-€e14Als^:g^ ^^^^1), (Sorbitan esters; 

Span), l-Bl-^Aloi]^^ (polyoxyethylene sorbitans; Tween) ^ l-S^^Alofl^^ 

(polyoxyehtylene ethers; Brij)S. n^^js^-fe- 'f'^HA-l -^^£)-b 

[^^^J- 133 

^^Hl^A}- (PA) -^S^^ ^3J||6-|H (SDS)S. ^^^^^ ^ ^«i1|Al -a^sl^ 
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143 

HS.^ (DOTAP). tq-oH^ 4<^l^^ifl€"9-aM-i- #S.e?-o]^ (DDAB), N-[l-(l,2-tf 
'^1^5ll^^^l)H.S^]-N,N.N-H5^Ti|l^o}.j£q^ 5^e|.o]c (DOTMA), l,2-t|-ol^Bil^-3- 

<^m5L^S.#€ (DOEPC) ^ 3p-[N-[(N',N'-c1-olpil^o>Pli::)ofl^]^l.fll.S.'a]#sll^^l^ 
153 

7>-§-5|-g- 

f:^^-^ 163 ^ 

^1 1 ^<H^i, # ^^«^ tfl*>c^ 0.01 ~ 5 ^7M^ ^7}^ 

173 
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[^^«J- 183 

^1 17 -^-^l ^7] \+-g-^^ ^^o] -gj-o]-;^], p-tg-ci-flj^^ o^y^]yq ^ :?l-tHA>>il*fl 

K^T^-^ 19] 

^1 18 ^j-Hl $i<H^i. ■^^;^l7> Ali^ei-^, T'mi-el'li, ^^^^ 

(BCNU). 4^]-ti>^, ofl:E5LA>ol^, l-^^^^s^-^ (5-FU) ^ 

1^^-% 20] 

^] 19 $i<H^i,^7l 2l-#B^l^-^ -^S.^]?} S.^]^^, ^S-S.^^ ^ ^rdiBlo^ 

[^^^ 21] 

^^V 't^^<^l:^, -^^^^^1, ^rEfls-oi^, ^^^], ^ i^^^^Mls 

[^T^^ 223 

^1 21 ^ofl ^^^1. ^7] ^11^ ^■l«l];*ll7> qsDi:!^, ^n^^. ^ 
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C^^«j- 233 
[^^^ 24] 



253 

^ 21 9X^^^, ^7] ^9} ^^S.olH.(Vinca alcaloid)7]- i^Sel^^ SEfe- ^ 
263 

273 

[^n^^ 28] 

^] 21 ^^<^] 9X<=^^^, ^71 ^f^;«ll7l- ^IS-g- 
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l^^*^ 293 

K^^-^ 30] 

<^1:^(VP-16), ^ ^^^Slfe 5<^>»>i ^^Sl^ Wfliq-^^'a, B}- 

313 

^1 17 *J-«ifl ^71 ^3.^0] Pfl^^, ofl^^, 5.^:53:^, ^ ol^^ss:^*^ 
32] 

m^^- 333 

1) Si^^^Si] %■ 7l^^S., 4 vfl;<l 90 ^ 7H o]^^ 

ol = ;^l ^^-i- ^ 0.01 90 ^ 7}^]o]^3\ 7l## 0.01 ifl^l 90 ^^%^ ^ 

7}^] -a-^;^!^ 50 'c oMs. 7}^^c^ ^^§1 ^n^^^ ^^^^ <^^]^ ^ 

2.^ 1 ^ 
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2) ^7] >11 1 0.01 ifl^l 20 ^^%^ j^Sel^^j!)- ^^*>o^ 

^1S^>^ 2 i%*H ^^^sl^ 1 32 % <Hi:- tb ^^^] ^4 

^ «c}-^^ ^IS-g- s^rn^^^^ 7>-§-^-§- ^IS^^. 

K^i^^ 34] 

[^T^^J- 35] 

^m^^^^^ 7>-g-^-g- ^r-^^i-^q 
36] 

1) 2:^^!:^ # 7l§o.^, 0.01 tfl^l 90 ^ 7}^] o]^oj^ 7]^^ 

0.01 xfl;^l 20 ^-^el^-i^ ^m^^^ -§-^# ^sfe 1 

?^ 

2) -^-71 >11 1 ^^el^-i -g-^^ 0.01 ^^^] 90 ^^%^ ^ 7}^] o]^^ ^ 

^ -^-i: ;^aE:^>fe :^ 2 a^-g1-<:>^ T^'^dslfe >11 1 ^ >ll 32 ^ ^ 

<^ ^lS-§- JE^#S1^€S1 7>-g-^-S- 
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J^^^ 373 

383 

* ^^^1^21 :f , wj-^t ifls. ^is--§- 

393 

^1 1 ^^1 32 -^J- ^ ol:^ t!: 10 ml oj^g:} 

S. #^ ^, AS. ol^^>o^ ig-^ ifls 10 ~ 100 ml^ «a=AS. ^«gs)o1 2 

403 

^1 39 Si^^i, 1 ml/min ZL oj^l-s 2:ll^V^ »^^o] 

^7}^'^ ^'^^^^ 1}-^^ ^m-g- 7l-§-^-§- S-^l-. 

[^^^ 413 
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[^^•^ 42] 

^1 39 ■sj-'^l 9X^^^, 6 ^ 13-^ ^'a^^ IJ-^"?]- ^1^-§- 71- 
431 

^ 1 32 -^-^ ^<H>H, ^7] ^IS-Sj^ ^^^^'l Ta. Tl Tis ^-^c^^ «J- 
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